Abstract
Introduction
Anastomotic leakage is one of the most lethal complications after colorectal surgery. The reported incidence of anastomotic leakage is 1% to 19% following colorectal surgery, but is more common in rectal cancer surgery. [1, 2] Considerable efforts have been made to identify the factors associated with the prevention of anastomotic leakage, because it results in negative oncologic impact as well as delayed recovery. [3, 4] However, various arbitrary definitions of anastomotic leakage have become obstacles in the understanding of the overall characteristics and manifestations. [5] Anastomotic leakage has been defined using different standards such as clinical symptoms, development time, grade of surgical intervention, and severity of anastomotic disruption. Floodeen et al. compared early and late symptomatic anastomotic leakage after low anterior resection according to the time of diagnosis. [6] In contrast, in 2010, the International Study Group of Rectal Cancer proposed a definition of anastomotic leakage based on severity grading for surgical intervention. [5] However, other studies described free and contained leakages. Free leakage presents with major anastomotic disruption with generalized peritonitis, while contained leakage presents as a minor anastomotic defect with localized peritonitis, including intra-abdominal abscess and fistula. [7] [8] [9] However, in this classification, it was difficult to immediately differentiate between contained and free leakages because the former could have subtle manifestations and was sometimes detected after discharge. [8] Accordingly, most previous studies included contained leakage in the overall category of anastomotic leakage plus free leakage. [5, 10, 11] Moreover, delayed contained leakage, which was developed later than the inclusion criteria, was omitted in a study population of anastomotic leakage. [12] Until now, the clinical features of contained leakage are not fully understood in spite of its clinical significance. It is crucial to understand the detailed characteristics and their risk factors according to the anastomotic leakages.
Therefore, this study aimed to evaluate clinical manifestations and to compare risk factors for free and contained leakages after rectal cancer surgeries, using a precise definition of anastomotic leakage subtypes.
Materials and methods

Patient selection and data collection
From January 2005 to December 2012, patients diagnosed with rectal cancer were evaluated in two institutions (Severance Hospital and Gangnam Severance Hospital) of the Yonsei University Health System, Seoul, South Korea. Of these, patients who underwent low anterior resection to treat primary rectal cancer in all stages were included. On the other hand, abdominoperineal resection, intersphincteric resection, Hartmann's operation, and transanal excision were excluded. Finally, a total of 2035 consecutive patients were evaluated in this study. We divided these patients into three leakage groups according to the definition of anastomotic leakage as demonstrated in Fig 1: a no leakage group (n = 1890), a free leakage group (n = 73), and a contained leakage group (n = 72). Data were collected into the Yonsei Colorectal Cancer Database prospectively, and reviewed retrospectively. The Institutional Review Board of Gangnam Severance Hospital, Yonsei University, Seoul, Korea, approved this study according to good clinical practice guidelines and the principles of the Declaration of Helsinki (IRB No. 3-2016-0043). Informed consent was waived because this study was a retrospective study, which was approved by the institutional review board.
Definition of anastomotic leakage
Anastomotic leakage is defined as a defect of the anastomotic site, which results in escape of bowel contents from the intraluminal to the extraluminal space of the intestine, according to the proposal of the International Study Group of Rectal Cancer. [5] For this study, we categorized anastomotic leakage as free leakage and contained leakage. Free leakage was defined as a major disruption of the anastomotic site, resulting in free perforation of the rectal wall with generalized peritonitis due to diffuse contamination of the abdomen by the bowel contents. Contained leakage was defined as a minor defect of the anastomotic site leading to limited contamination of the pelvic cavity, with localized peritonitis. The presence of rectovaginal fistula, rectovesical fistula, or perirectal abscess was included in contained leakage. Anastomotic leakage subtypes were categorized by reviewing all electronic medical charts and the results of cross-sectional imaging findings.
Operative procedure and preoperative chemoradiotherapy
All surgical procedures were performed by nine surgeons, including four surgeons with more than 10 years of experience and five surgeons with less than 10 years' experience. Laparoscopic surgery was performed using conventional laparoscopic instruments, and robotic surgery was performed with the da Vinci surgical system (Intuitive Surgical, Inc., Sunnyvale, CA, USA). All surgeries were performed according to the principles of tumor-specific mesorectal excision. [13] Anastomotic fashion was performed by the double-stapling method in all cases.
A defunctioning stoma was created selectively at the surgeon's discretion during the operation if there were high risks of anastomotic leakage, such as positive findings on air insufflation, an incomplete donut after stapling, injury of the rectal wall during dissection, severe comorbid disease, or poor nutritional status of the patient.
Preoperative chemoradiotherapy (CRT) was performed for patients diagnosed with mid or low rectal cancer with T3-4 or positive lymph nodes in preoperative imaging studies, using 50.4 Gy as a total radiotherapy dose and 5-fluorouracil or capecitabine for 5 weeks. Surgery was performed within 6 to 8 weeks after completion of preoperative CRT.
Definition of analyzed parameters
Hospital stay was estimated from the day of the operation to discharge. Readmission was defined when the patient was admitted again due to surgery-related complications after discharge. Pathologic outcomes followed the tumor-node-metastasis (TNM) staging system of the American Joint Committee on Cancer Manual, seventh edition. [14] The development time of anastomotic leakage was measured from the operative day to the day of occurrence of anastomotic leakage. In this study, we did not limit the development period of anastomotic leakage, regardless of the time of admission and discharge. The diagnostic method was presented by the first diagnostic tool to detect anastomotic leakage. The mortality of this study was assessed within 30 postoperative days.
The grading of anastomotic leakage was categorized by the definition of the International Study Group of Rectal Cancer: Grade A required no active therapeutic intervention, Grade B required active therapeutic intervention without a re-laparotomy, and Grade C required a relaparotomy. [5] 
Statistical analysis
Categorical variables were evaluated by the chi-square test or Fisher's exact test. Continuous variables were analyzed by one-way analysis of variance among groups (ANOVA) and independent t-tests. Univariate and multivariate analysis for anastomotic leakage risk factors were analyzed by multinomial or binomial logistic regression models. The no leakage group was the reference category in both logistic regression models. Multivariate analysis was evaluated for risk factors, with a P value less than 0.05 in the univariate analysis. The odds ratio and 95% confidence intervals of multivariate analysis were schematized by a forest plot. Statistical analyses were performed using the SPSS program (Statistical Product and Service Solution 20 for Windows; SPSS Inc., Chicago, IL, USA) and Comprehensive Meta-Analysis statistical software (version 2.0; Biostat, Englewood, NJ, USA). A P value less than 0.05 was considered statistically significant.
Results
Patient characteristics
Patients of the free leakage group were younger than both the no leakage and the contained leakage group. Smoking history was greater in the free leakage than the no leakage group. On the other hand, contained leakage occurrence differed according to the tumor location compared to the no leakage group. Patients with upper rectal cancer comprised 30.5% of the no leakage group, which was larger than the 12.5% seen in the contained leakage group (p = 0.009). The difference between the no leakage and the free leakage group was marginal (p = 0.054). In surgical methods, free leakage occurred more frequently in laparoscopic and robotic surgeries compared to open surgery. Preoperative CRT was performed more frequently in the contained leakage than the no leakage group (44.4% vs. 19.9%, p <0.001). Preoperative albumin level in patients with contained leakage was lower than patients with no leakage. Other parameters did not show significant differences in leakage patterns (Table 1) .
Perioperative and pathologic outcomes
Mean operative time in the contained leakage group was longer than the no leakage group. Intraoperative blood loss of the contained leakage group was larger than both the no leakage and the free leakage groups. However, the incidence of intraoperative transfusion, conversion, and combined resection was not significantly different among all the leakage groups. A defunctioning stoma was created in 5.5% of the free leakage group. This was a lower rate than the 19.4% in the no leakage group and 29.2% in the contained leakage group. The duration of hospital stay was longer in the free leakage group and the rate of readmission was higher in the contained leakage group than the other leakage groups. On the other hand, TNM stage, T stage, N stage, and histologic differentiation did not differ among the leakage groups ( Table 2) .
Comparison of clinical features between free and contained leakages
The overall incidence of anastomotic leakage, including free and contained leakage, was 7.1%. Free leakage occurred in 73 patients (3.6%), and contained leakage in 72 patients (3.5%). As shown in Table 3 , all free leakage occurred within 30 days after surgery, while 76.4% of contained leakage occurred within 30 postoperative days (p<0.001). The median development time of anastomotic leakage was 4.0 days in the free leakage group, and 15.5 days in the contained leakage group. In addition, the occurrence time for anastomotic leakage showed different patterns for free and contained leakages, as shown in Fig 2. Contained leakage occurred over a wide distribution range up until 20 postoperative weeks. However, all cases with free leakage developed within 2 postoperative weeks.
Initial clinical manifestations to detect anastomotic leakages showed different patterns in the free and contained leakage groups (p<0.001). Abdominal pain combined with high fever and leukocytosis was the most common clues to detect both free and contained leakages before radiologic evaluation. However, serious clinical manifestations, such as hypotension and mental status change occurred as a higher rate in the free leakage than the contained leakage group. On the other hand, various nonspecific symptoms of anastomotic leakage such as perianal pain, scrotal swelling, and intestinal obstruction were found more frequently in the contained leakage than the free leakage group. Perirectal, rectovaginal, or rectovesical fistulas occurred only in the contained leakage group. Anastomotic leak subtypes after rectal surgery: Contained vs. free leakages
All patients with free leakage were Grade C and required a re-laparotomy. However, 75% of patients with contained leakage were Grade C, 16.7% Grade A, and 8.3% Grade B (p<0.001).
The most common cause of free leakage was anastomotic site disruption with a defect greater than 1 cm. However, anastomotic site disruption with a less than 1 cm defect was the major cause of contained leakage. In the treatment after anastomotic leakage, diverting loop ileostomy was the most common treatment in both leakage groups, and was performed more frequently in the free leakage than contained leakage group (87.7% vs. 34.7%). Conversely, primary repair of the anastomotic site defect was performed more frequently in the contained leakage group (5.5% vs. 26.4%).
Mortality due to progression of sepsis within 30 postoperative days occurred in one patient (1.4%) in the contained leakage group. On the other hand, there was no mortality in the free leakage group. (Table 3 )
Risk factors for anastomotic leakage
Risk factors for anastomotic leakage were different between free and contained leakages by multinomial logistic regression results. In univariate analysis, smoking history increased the risk of free leakage. Mid-rectal cancer increased the risk of free and contained leakages. Although the risk for free leakage was 2.61 times greater for laparoscopic surgery and 1.91 times for robotic surgery, contained leakage was not affected by the surgical method. Preoperative CRT was not a risk factor for free leakage but was a risk factor for contained leakage. While a defunctioning stoma decreased the risk of free leakage (OR = 0.24, p = 0.006), it did not decrease the risk of contained leakage (OR = 1.72, p = 0.042). Preoperative albumin level less than 3.3 g/dL was a risk factor for contained leakage. Additionally, we evaluated risk factors for total leakage compared with no leakage by binomial logistic regression. Because we intended to compare our results with previous studies using a mixed definition including free and contained leakages, we evaluated the total leakages in this study. Smoking, tumor location, surgical method, and preoperative CRT were risk factors for total leakage. The results were similar for free leakage except for preoperative CRT. (Table 4) In multivariate analysis, smoking history, tumor location, and laparoscopic surgery were risk factors for free leakage. However, a defunctioning stoma decreased the risk of free leakage (OR = 0.18, p = 0.001). Contained leakage was affected by tumor location and preoperative CRT. Preoperative CRT increased the risk of contained leakage by 2.80 times. Total leakage increased in patients with smoking history, mid-rectal cancer, and laparoscopic surgery according to binomial logistic regression. Preoperative CRT was also a risk factor for total leakage as well as contained leakage. (Table 5 ) These results of multivariate analysis are summarized by the forest plot in Fig 3. 
Discussion
This study evaluated anastomotic leakage after low anterior resection for rectal cancer according to the leakage subtypes classified as free and contained leakages. The principal finding of this study was that clinical features and risk factors were different for free and contained leakages.
Initial clinical symptoms of free leakage presented with urgent symptoms related to acute systemic inflammation. On the other hand, contained leakage occurred with ambiguous symptoms such as perianal pain, scrotal swelling, or intestinal obstruction, which made it difficult to promptly identify anastomotic leakage. Moreover, while free leakage was diagnosed within two weeks in all patients, contained leakage was detected later and at different times, as shown in Fig 2, with a higher rate of readmission than free leakage. These findings suggest that free leakage tends to be detected immediately on initial admission. However, contained leakage may be diagnosed after readmission of patients with symptoms suspicious for anastomotic leakage, which was not found during the initial hospital stay after rectal cancer surgery. In the study of Damrauer et al., free leaks tended to be diagnosed during primary admission, and contained leaks presented equally before and after discharge. [8] In addition, Hyman et al. pointed out the underestimation of true anastomotic leakage, because anastomotic leaks with uncertain symptoms escaped from detection and were captured later discharge. [15] Previous studies support the clinical characteristics of contained leakage seen in this study. Subtle clinical manifestations and delayed occurrence of contained leakage tended to make it difficult to detect anastomotic leakage.
In this study, treatment after anastomotic leakage differed for free and contained leakages. All patients with free leakage required an immediate re-laparotomy to resolve anastomotic leakage. Meanwhile, patients with contained leakage were treated by non-surgical methods as well as a re-laparotomy. Relatively mild symptoms of contained leakage, which was limited to the pelvic cavity, may influence these results.
Anastomotic leakage risk factors were different according to leakage subtypes. Smoking history, tumor location, and laparoscopic surgery were risk factors for free leakage. Meanwhile, tumor location and preoperative CRT were risk factors for contained leakage. Interestingly, preoperative CRT was a risk factor in patients with contained leakage, but not in patients with free leakage. In fact, the effect of preoperative CRT for anastomotic leakage is still debatable in rectal cancer surgery. Some previous studies asserted that there was no influence of preoperative CRT on anastomotic leakage. [16] [17] [18] However, many papers support the negative effect of preoperative CRT on increases in anastomotic leakage rates. [19] [20] [21] In our results, preoperative CRT increased the risk of contained leakage, but did not affect free leakage. Because preoperative CRT induces an impaired healing process by degradation of irradiated tissues, contained leakage, which is induced by the chronic inflammatory response of anastomotic site defects, could be influenced more by radiotherapy than free leakage. Although most previous studies stated that low rectal cancer has an increased risk of anastomotic leakage, [1, [22] [23] [24] this present study showed that the risk of free and contained anastomotic leakages was only seen in mid-rectal cancer. This result can be interpreted as the effect of the defunctioning stoma in low rectal cancer. In a systematic review and meta-analysis, the defunctioning stoma in low rectal cancer surgery is known to reduce the rate of relevant anastomotic leakage. [1, 25] In this study, a defunctioning stoma was created in 7.3% of upper, 21.4% of mid-, and 38.0% of low rectal cancer cases. Although it is known that patients with low rectal cancer have a higher risk of anastomotic leakage, an increased rate of a defunctioning stoma creation in low rectal cancer might compensate for the high risk of anastomotic leakage. In this study, a defunctioning stoma decreased the risk of free leakage (OR = 0.18, p = 0.001), while it had no effect on contained leakage (OR = 1.07, p = 0.802). Because a Anastomotic leak subtypes after rectal surgery: Contained vs. free leakages diverting stoma can reduce the acute inflammatory reaction caused by anastomotic disruption, through movement of fecal material to the outside of the abdomen, it might decrease the risk of free anastomotic leakage. Randomized clinical trial results for a defunctioning stoma correlated with our results for free leakage. [26] Meanwhile, the chronic inflammatory response caused by stagnant, contaminated contained leakage cannot be resolved by a defunctioning stoma formation. McDermott et al. suggested that the defunctioning stoma did not affect in preventing anastomotic leakage, but in decreasing the sequelae after leakage. This conclusion implies that a defunctioning stoma reduces free leakage, and but does not reduce contained leakage, according to our study results. In terms of the surgical method, both laparoscopic and robotic surgeries had a greater risk of anastomotic leakage than open surgery for both free and total leakages in this study. According to a multicenter analysis by the Korean Laparoscopic Colorectal Study Group, laparoscopic surgery had drawbacks of anastomotic leakage with respect to a limited rectal transection, and difficulties using linear staplers in the narrow pelvic cavity. [20] In a case-matched study of mid-and low rectal cancer, anastomotic leakage occurred more frequently in laparoscopic and robotic surgeries compared with open surgery. [27] These findings are correlated with the results of free leakage. In these regards, surgeons need to consider open rectal cancer surgeries, including diversion of defunctioning stoma, for patients with high risks of anastomotic Anastomotic leak subtypes after rectal surgery: Contained vs. free leakages leakage, especially free leakage. Meanwhile, contained leakage was not affected by surgical methods in this study. It seems to be less influenced by the surgical method.
This study has inherent limitations owing to its retrospective study design. In addition, in the issue of the ostomy formation, the creation of a defunctioning stoma depends on the surgeon's discretion. These limitations may bias the proper interpretation of the results in this study. However, we endeavored to understand anastomotic leakage after rectal cancer surgery to compare free and contained leakages with analyzing large numbers of study population. A meticulous analyses of leakage subtypes can provide a deeper understanding of anastomotic leakage, because previous studies generally focused only on acute, symptomatic anastomotic leakage, which is considered as free leakage.
Conclusions
Free leakage is regarded as anastomotic leakage conventionally. However, our findings suggest that contained leakage had unique clinical features and different risk factors compared to free leakage. In particular, patients who received preoperative chemoradiotherapy are required to pay more attention to contained leakage although they have defunctioning stoma, which can reduce the risk of free leakage. Therefore, clinicians should consider these detailed characteristics of anastomotic leakage subtypes when treating patients with rectal cancer surgeries.
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